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1. fj(] The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 

Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet 

Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 

For more detailed Instructions, see the notes on the accompanying sheet 
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NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, * Article", "Rule*, and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, ail parts of the international application may be amended under Article 28 
or, where applicable. Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been /is filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the international application is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter wit) not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1)"). 

The tetter must be In English or French, at the choice of the applicant. However, If the language of the 
international application Is English, the letter must be In English; If the language of the International application 
is French, the letter must be In French. 
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NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped) .whether 

(t) the claim is unchanged; 

(ii) the claim is cancelled; 

(iii) the claim is new; 

(rv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51]: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claims and after amendment of all claims there are 11]: 
"Claims 1 to 15 replaced by amended claims 1 to 11 .* 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 1 3 cancelled; new claims 1 5, 16 and 17 added." or 
"Claims 7 to 1 3 cancelled; new claims 1 5, 16 and 1 7 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 11 to 13, 18 and 1 9 cancelled; claims 14, 15 and 16 replaced by amended 
claim 1 4; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



"Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppllcation Is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1 )." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a oopy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the International application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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Patent family members are listed In annex. 



• Special categorise of cited documents : 

"A" document defining the general state of the art which Is not 

considered to be of particular relevance 
"E" earlier document but pubflahed on or after the international 

filing date 

V document which may throw doubts on priority dairies) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

*0" document referring to an oral disclosure, use, exhibition or 
other means 

"P° document published prior to the international filing date but 
later than the priority date claimed 



T* later document published after the International filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
Invention 

"X" document of particular relevance; the claimed Invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document Is taken alone 

"Y* document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

"V document member of the same patent family 



Date of the actual completion of the international search 
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Date of mailing of the International search report 
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Name and mailing address of the ISA 
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Fax: (431-70) 340-3016 


Authorized officer 
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system." 
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page 403, column 1, paragraph 3 
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LIFE SCIENCES, (1996) 59 (25-26) 2139-46. 

, XP000904780 

page 2144, paragraph 1 

NITTA A ET AL: "Oral administration of 
idebenone induces nerve — growth factor in 
the brain and Improves learning and memory 
in basal forebrain-lesioned rats." 
NAUNYN-SCHMIEDEBERGS ARCHIVES OF 
PHARMACOLOGY, (1994 APR) 349 (4) 401-7. , 
XP000904765 

page 401, column 2, paragraph 3 -page 402, 

column 1, paragraph 2 

abstract 

CULMSEE, C. ET AL: "Neuroprotection by 
drug-induced growth factors" 
PHARMACOL. CEREB. ISCHEMIA 1998, 'INT. 
SYMP.!, 7TH (1999), 333-348. EDITOR(S): 
KRIEGLSTEIN, JOSEF. PUBLISHER: MEDPHARM 
SCIENTIFIC PUBLISHERS, STUTTGART, GERMANY. 
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BRAIN RESEARCH, (1996 APR 22) 717 (1-2) 
44-54. , XP000904807 
page 49, column 2, paragraph 2 

RIAZ S ET AL: "A vitamin D(3) derivative 
(CB1093) induces nerve growth factor and 
prevents neurotrophic deficits in 
streptozotocin-dlabetlc rats." 
DIABETOLOGIA, (1999 NOV) 42 (11) 1308-13. 
, XP000901997 

page 1311, column 2, paragraph 2 -page 
1312, column 1, paragraph 1 

GR0NB0RG M ET AL: "Neuroprotection by a 
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page 348, column 1 -column 2 
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24 June 1997 (1997-06-24) 
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ImBEdonal application No. 

PCT/US 99/28385 



Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [T] Claims Nos.: 8-14 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 8-14 

are directed to a method of treatment of the human/animal 

body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. [T] Claims Nos.: - 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

See FURTHER INFORMATION SHEET PCT/ISA/210 



3. |~] Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
Box II Observations where unity of Invention Is lacking (Continuation of Item 2 of first sheet) 



This international Searching Authority found multiple inventions In this international application, as follows: 



1. I I As all required additional search fees were timely paid by the applicant this International Search Report covers ail 
1 — 1 searchable claims. 

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1 — 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. Q^) No required additional search fees were timely paid by the applicant Consequently, this International Search Report is 
restncted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional search fees w re accompanied by th applicant's protest 

| | No protest accompanied the payment f adcStionai search fees. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 



Present claims 1,4,5,8,11,12 relate to compounds defined by reference to 
a desirable pharmacological property, namely the activity as neurotrophic 
factor stimulators. 

The claims cover all compounds having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT for only a very 
limited number of such compounds. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is not fully possible. 
Independent of the above reasoning, the claims also lack clarity (Article 
6 PCT). An attempt is made to define the compounds by reference to their 
pharmacological profiles. Again, this lack of clarity in the present case 
is such as to render a meaningful search over the whole of the claimed 
scope impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be clear, supported and disclosed, 
namely those parts relating to the compounds structurally identified in 
claim 2 with due regard to the general idea underlying the present 
invention. 

Claims searched completely: 2,3,6,7,9,10,13,14. 
Claims searched incompletely:l,4,5,8,ll,12. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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PATENT COOPERATION TREATY 



From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHOR! 



To: MICHAEL C. MAYO 

ALCON LABORATORIES, INC. 
6«Oi SOUTH FREEWAY 
MAIL CODE Q-i*8 
FORT WORTH TX 76134-2099 




PCT 



NOTIFICATION OF TRANSMITTAL OF 
INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



(PCT Rule 71.1) 



Date of Mailing 
( day/month/year) 



Applicant's or agent's file reference 
1719 PCT F 



IMPORTANT NOTIFICATION 



International application No. 
PCT/US99/S8385 



International filing date (day/month/year) 
01 DECEMBER 1909 



Priority Date (day/month/year) 



Applicant 

ALCON LABORATORIES, INC 



MAR 2 7 2001 



SSY 

L The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith 
the international preliminary examination report and its annexes, if any, established on the international 

8. A copy of the report and itB annexes, if any, is being transmitted to the International Bureau for 
communication to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Of fices)( Article 
39(l)Xsee also the reminder sent by the International Bureau with Form PCT/CB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation 
must contain a translation of any annexes to the international preliminary examination report It is the 
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicants Guide, 



Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 80231 
Facsimile No. (703) 305-3230 



Authorized officer 



TeTeoyone <No. (703) 308-1235 & 



Form PCT/IPEA/416 (July 1992)* 



PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELJMENAJRY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
1719 PCT F 


FOR FURTHER ACTION See Notification of Transmittal of International 

Preliminary Examination Report (Form 


International application No. 
PCT/US99/88S85 


International filing date (day/monHtfyedrJ 
Ol DECEMBER 1999 


Priority date (day/month/year) 
03 DECEMBER 1998 


International Patent Classification (IPC) or national classification and IPC 
IPC(7>A6lK 51/445 and US CL; 514/316, 912 


Applicant 
ALCON LABORATORIES, INC. 



L This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

J 



8. 



This REPORT consists of a total of 

□ 



sheets. 



This report is also accompanied by ANNEXES, La, sheets of the description, claims and&r drawings which have 
been amended and are the basis for this report ancLor sheets containing rectifications made before this Authority, 
(see Bole 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 



I 


EH 


n 


□ 


m 


□ 


IV 


□ 


V 


HI 


VI 


□ 


vn 


□ 


vm 


□ 



citations and explanations supporting such statement 



Date of submission of the demand 
05 JUNE 2O0O 


Date of co 


mpletion of this report 
RCH 2001 


Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C 80231 
Facsimile No. (703) 305-32SO 


Authorized 
Telephone 


No. (703) 308-1235 0 



Form PCT/ 1 PEA/ 4-09 (cover sheet) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/28385 



L Basis f the report 



1. With regard to the elements of the international application:* 
| x | the international application as originally filed 
the description: 

pages 1-17 

pages NONE 

pages 



_ , as originally filed 
filed with the demand 



NONE 



, filed with the letter of 



| x| the claims: 

pages 

pages 

pages 

pages 



18-19 



NONE 



NONE 



, as originally filed 

. y as amended (together with any statement) under Article 1 9 
, filed with the demand 



NONE 



, filed with the letter of 



| x| the drawings: 

pages NONE 

pages 

pages 



NONE 



, as originally filed 

, filed with the demand 



NONE 



| x| the sequence listing part of the description: 

pages NONE 

pages NONE 

pages NONE 



, filed with the letter of . 



, as originally filed 

filed with the demand 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the intemational application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I | the language of a translation furnished for the purposes of intemational search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

| | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
1 — 1 been furnished. 

4 | x| The amendments have resulted in the cancellation of: 

L^J the description, pages NONE 

Q the claims, Nos. NONE 

fxl the drawings, sheets/fig NONE 



5- | | This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been famished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 



Form PCT/IPEA/409 (Box I) (July 1998)* 



INTERNATIONAL PRKTiTMTNARY EXAMINATION REPORT 



International application No. 
PCT/US99/28S85 



V. Reas ned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and xplanations supporting such statement 



1. statement 

Novelty (N) Claims 1-14 YES 

Claims NONE NO 

Inventive Step (IS) Claims NONE YES 

Claims 1-1* NO 

Industrial Applicability (IA) Claims NONE YES 

Claims NO 



8. citations and explanations (Rule 70.7) 

Claims 1-14 lack an inventive step under PCT Article 33(3) as being obvious over UNIV CALIFORNIA (WO 98/10758). 
The UNIV CALIFORNIA teaches the use of an alpha adrenergic agonists or betaadrenergic agonists for the treatment of 
retinal disorders. In view of the above reference the claimed composition or the use thereof does not involve an inventive 
step. 

NEW CITATIONS 

NONE 



Form PCT/IPEA/409 (Box V) (July 1998)* 



PATENT COOPERATION TREATY 



From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: MICHAEL C. MAYO 

ALCON LABORATORIES, INC. 
6201 SOUTH FREEWAY 
MAIL CODE Q-148 
FORT WORTH TX 76134-2099 


WRITTEN OPINION 
(PCT Rule 66) 


Date of Mailing A 1 ^ #ww%4* 
(day/month/year) % ^ QQJ 2QQQ 


Applicant's or agent's file reference 
1719 PCT F 


REPLY DUE . , . 

within TWO months 

from the above date of mailing 


International application No. 
PCT/US99/28385 


International filing date (Aay /monthly ear) 
01 DECEMBER 1999 


Priority date (day/month/year) 
03 DECEMBER 1998 


International Patent Classification (IPC) or both national classification and IPC 
IPC(7):A61K 31/445 and US CI.: 514/316, 912 


Applicant 

ALCON LABORATORIES, INC. 



1. This written opinion is the ^ rst 



(first, etc.) drawn by this International Preliminary Examining Authority. 



This opinion 


I 




II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Lack of unity of invention 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and ext lanations supporting such statement 



Certain documents cited 



OCT 2 7 200Q 
SSY 



The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. Tho applicant may, boforo tho e xpiration of that tim e limit, r e qu e st thio 

Authority to grant an ext e nsion^ ooa Rul e 66.5(d). 

How? By submitting a written reply, accompanied, where appropriate , by amendments, according to Rule 66.3. 



^ gor^the .form and the language of the amendments, see Rules 66.8 and 66.9. 



Also 



For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4 bis. 
For an informal communication with the examiner, see Rule 66.6. 
If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 

The final date by which the international preliminary 

examination report must be established according to Rule 69.2 is: 03 APRIL 2001 





Name and mailing address of the I PEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


Authorizcdofficer!^^ fe^<X 
ZOHREH FAY {/ 

Telephone No. (703) 308-1235 
— 1 1 



Form PCT/1PE A/408 (cover sheet) (July 1998)* 



WRITTEN OPINION 



International application No. 
PCT/US99/28385 



I. Basis of the opinion 



1. With regard to the elements of the international application:* 
| x | the international application as originally filed 
the description: 



pages , 
pages 
pages . 



1-17 



NONE 



, as originally filed 

, filed with the demand 



NONE 



, filed with the letter of 



| xl *h e claims: 

pages 18-19 

pages NONE 

pages NONE 



, as originally filed 

, as amended (together with any statement) under Article 19 
.filed with the demand 



pages 



NONE 



, filed with the letter of 



1 x| th e drawings: 



pages 
pages 
pages 



NCNc 



NONE 



, as originally filed 

, filed with the demand 



NONE 



| x| the sequence listing part of the description: 
pages NONE 



filed with the letter of . 



pages . 
pages . 



NONE 



, as originally filed 

, filed with the demand 



NONE 



, filed with the letter of . 



2. With regard to the language r all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the written opinion was 
drawn on the basis of the sequence listing: 

□ contained in the international application in printed form. 

| | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
* — ' been furnished. 

4 | x| The amendments have resulted in the cancellation of: 



0 



the description, pages_ 
the claims, No?. 



NONE 



NONE 



fx! the drawings, sheets/fig NQNE 



5. | | This opinion has been drawn as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this opinion as "originally filed". 



Form PCT/IPEA/408 (Box I) (July 1998)* 



WRITTEN OPINION 



International application No. 
PCT/US99/28385 



V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) Claims 1^14 YES 

Claims NONE NO 

Inventive Step (IS) Claims NONE YES 

Claims 1-14 NO 

Industrial Applicability (LA) Claims NONE YES 

Claims l-H NO 



2. citations and explanations 

Claims 1-14 lack an inventive step under PCT Article 33(3) as being obvious over UNIV CALIFORNIA (WO 98/10758). 
The UNIV CALIFORNIA teaches the use of an alpha adrenergic agonists or betaadrenergic agonists for the treatment of 
retinal disorders. In view of the above reference the claimed composition or the use thereof does not involve an inventive 
step. 

NEW CITATIONS 

NONE 



Form PCT/IPEA/408 (Box V) (July 1998)* 



WRITTEN OPINION 



International application No. 
PCT/US99/28385 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: Boxes I - VIII Sheet 10 



TIME LIMIT: 

The time limit set for response to a Written Opinion may not be extended. 37 CFR 1.484(d). Any response 
received after the expiration of the time limit set in the Written Opinion will not be considered in preparing the International 
Preliminary Examination Report. 



Form PCT/IPEA/408 (Supplemental Box) (July 1998)* 



dttpNT COOPERATION TREATY 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
1719 PCT F 


pQp FURTHER 866 Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, Item 5 below. 

ACTION 


International application No. 
PCT/US 99/28385 


International filing date (day/month/year) 

01/12/1999 


(Earliest) Priority Date (day/month/year) 

03/12/1998 


Applicant 

ALCON LABORATORIES, INC. et al . 



This International Search Report has been prepared by this International Searching Authority and Is transmitted to the applicant 
according to Article 18. A copy Is being transmitted to the International Bureau. 

This International Search Report consists of a total of 6 sheets. 

|X| It Is also accompanied by a copy of each prior art document cited In this report 



1 . Basis of the report 

a. With regard to the language, the International search was carried out on the basis of the International application In the 
language In which It was filed, unless otherwise Indicated under this Item. 

I 1 the International search was carried out on the basis of a translation of the International application furnished to this 
1 — 1 Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed In the International application, the International search 
was carried out on the basis of the sequence listing : 
| | contained In the International application In written form. 

filed together with the International application In computer readable form. 

furnished subsequently to this Authority In written form. 

furnished subsequently to this Authority In computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure In the 
International application as filed has been furnished. 

the statement that the Information recorded In computer readable form Is Identical to the written sequence listing has been 
furnished 



2. 
3. 



| X | Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the title, 

|X| the text Is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



With regard to the abstract, 

fX] the text Is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as ft appears In Box 111. The applicant may, 
within one month from the date of mailing of this International search report, submit comm nts to this Authority. 

The figure of the drawings to be published with th abstract Is Figure No. 

| | as suggested by the applicant. Q None of th figures. 

| | because th applicant failed to suggest a figure. 

| | because this figure better characterizes the Inv ntlon/ 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATION 



Rational application No. 
T/US 99/28385 



Box I Obeervatl ns where certain claims were found unsearchable (C ntinuati n of Item 1 of first sheet) 

This International Search R port has not been established In respect of certain claims under Article 17(2)(a) tor th following reasons: 



Claims Nos.: 8-14 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 8-14 

are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

Claims Nos.: — 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out specifically: 

See FURTHER INFORMATION SHEET PCT/ISA/210 



3. (""I Claims Nos.: 

because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a). 

Box II Observatione where unity of Invention le lacking (Continuation of Item 2 off flret sheet) 

This International Searching Authority found multiple Inventions In this International application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
■ — I searchable claims. 



2. As all searchable claims could be searched without effort Justifying an additional fee, this Authority did not Invtte payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1 — l covers only those claims for which fees were paid, specifically claims Nos.: 



4. | | No required additional search fees were timely paid by the applicant Consequently, this international Search Report Is 
restricted to the Invention first mentioned In the claims; It Is covered by claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest 

j | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



TENT COOPERATION TR^^V 

PCT 

VVIPO 

INTERNATIONAL PRELIMINARY EXAMINATION ttEPORT 
(PCT Article 36 and Rule 70) 




Applicant's or agent's file reference 
1719 PCT F 


FOR FURTHER ACTION ^ ee Notification of Transmittal of International 

Preliminary Examination Report (Form 


International application No. 
PCT/US99/28S85 


International filing date (day 1 monthly ear) 
Ol DECEMBER 1999 


Priority date (day /month/year) 
03 DECEMBER 1998 


International Patent Classification (IPC) or national classification and IPC 
IPC(7):A6lK Sl/*45 and US CI.: 514/316, 912 


Applicant 
ALCON LABORATORIES, INC 



L This international prp. 1iTniTi a.ry examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

J 



2. 



This REPORT consists of a total of : 

□ 



sheets. 



This report is also accompanied by ANNEXES, La, sheets of the description, claims an(Lbr drawings which have 
been amended and are the basis for this report ancLbr sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



I 


H 


n 


□ 


m 


□ 


rv 


□ 


V 




VI 


□ 


vn 


□ 


vm 


□ 



citations and explanations supporting such statement 
Certain documents cited 



Date of submission of the demand 
05 JUNE 2000 


Date of col 


mpletion of this report 
RCH 2001 


Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 80831 
Facsimile No. (70S) S05-S2SO 


Authorized 
Telephone 


No. (70S) S08-12S5 V 



Form PCT/IPEA/409 (cover sheet) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 





Ira^Vational application No. 
PCT/US99/28385 



I. Basis f the rep rt 



1. With regard to the elements of the international application: 4 ' 
[ x [ the international application as originally filed 
j^l the description: 



pages 
pages 
pages 



1-17 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



, filed with the letter of 



the claims: 

pages 

pages 

pages 

pages 



18-19 



NONE 



NONE 



, as originally filed 

, as amended (together with any statement) under Article 1 9 
, filed with the demand 



NONE 



filed with the letter of 



the drawings: 

pages 

pages 

pages 



NONE 



NONE 



, as originally filed 

filed with the demand 



NONE 



the sequence listing part of the description: 

pages NONE 

pages 

pages 



filed with the letter of . 



NONE 



, as originally filed 

filed with the demand 



NONE 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international prelirninary exarnination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

| | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
■ — ' been furnished 

4 | x| The amendments have resulted in the cancellation of: 

the description, pages 
the claims, Nos. 



NONE 



NONE 



fx] the drawings, sheets/fig NQNE 



5. | | This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70 A 6 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and an nexed to this report. 

Form PCT/IPE A/409 (Box I) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



"T^j^^tional application No. 
PCT/US99/28S85 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step r industrial applicability; 
citations and xplanations supporting such statement 



1. statement 

Novelty (N) 



Inventive Step (IS) 



Claims i-i* 
Claims NONE 



Claims NONE 
Claims 1-1* 



YES 
NO 

YES 
NO 



Industrial Applicability (LA) 



NONE 



Claims _ 
Claims *-* 4 



YES 
NO 



citations and explanations (Rule 70.7) 
Claims 1-14 lack an inventive step under PCT Article SS(S) as being obvious over UN1V CALIFORNIA (WO 98/107S8). 
The UNIV CALIFORNIA teaches the use of an alpha adrenergic agonists or betaadrenergic agonists for the treatment of 
retinal disorders. In view of the above reference the claimed composition or the use thereof does not involve an inventive 
step. 



NEW CITATIONS 

NONE 



Form PCT/IPEA/409 (Box V) (July 1998)* 



